INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 


Complete if Known 


Application Number 


09/815,300 


Filing Date 


March 23, 2001 


First Named Inventor 


Timothy W. SYNOLD, et al. 


Group Art Unit 




Examiner Name 


■Jo be j&jignmf- b .LAm&eRXSo/sJ 


Sheet 1 of 3 


Attorney Docket Number 


1954-336 



U.S. PATENT DOCUMENTS 



Examiner 
Initials* 


Cite 
No. 1 


U.S. Patent Document 


Name of Patentee or Applicant 
of Cited Document 


Date of Publication 
of Cited Document 
MM-DD-YYYY 


Number Kind Code 

(if known) 




1 


5,217,867 




Evans et al. 


Jun. 8, 1993 




k- 


5,571,696 




Evans et al. 


Nov. 5, 1996 






5,710,004 




Evans et al. 


Jan. 20, 1998 






5,736,157 




Williams 


Apr. 7, 1998 











































































FOREIGN PATENT DOCUMENTS 



Examiner 
Initials* 



Cite 
No. 



Foreign Patent Document 



Office 



Number Kind Code 
(if known) 



Name of Patentee of Applicant of 
Cited Document 



Date of Publication of 
Cited Document 
MM-DD-YYYY 



^4 



wo 



97/35195 



Evans et al. 



Sep. 25, 1997 



*3A 



WO 



94/18346 



Overturf et al. 



Aug. 18, 1994 



Examiner 
Signature 



Date 

Considered 



*EXAMINER: Initial if reference consideredy^fether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance 
and not considered. Include copy of this fc^m with next communication to applicant. 

1 Unique citation designation number. 2 See attached Kinds of U.S. Patent Documents. 3 Enter Office' that issued the document, by the two-letter code. 
4 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 5 Kind of 
document by the appropriate symbols as indicated on the document under WIPO Standard ST. 16 if possible. Applicant is to place a check mark here if 
English language translation is attached. AB indicates that only an English language abstract is attached. 



INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 



Complete if Known 



Application Number 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/815,300 



March 23, 2001 



Timothy W. SYNOLD, et al. 



*o be as si g ned T>.U^&eftX;soH 



Sheet 



of 



Attorney Docket Number 



1954-336 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials* 



Cite 
No. 



Include name of the author (in CAPITAL LETTERS), title of the article {when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), 
publisher, city and/or country where published 




Jamis-Dow, C. A., et al., "Predicting Drug Interactions In Vivo from Experiments InVitro," Am. 
J. Clin. OncoL Vol. 20, No. 6, pp. 592-599, 1997. 



Shen, D.-W., et al., "Human Multidrug-Resistant Cell Lines: Increased mdrl Expression Can 
Precede Gene Amplification," Science . Vol. 232, pp. 643-645, May 2, 1986. 



Noonan, K. E., et al., "Quantitative analysis of MDR1 (mutidrug resistance) gene expression 
in human tumors by polymerase chain reaction," Proc. Nat. Acad. Sci. USA. . Vol. 87, pp. 
7160-7164, September 1990. 




10 



Scanlon, K. J., et al., "Ribozyme-mediated reversal of the multidrug-resistant phenotype," 
Proc. Natl. Acad. Sci. USA , Vol. 91, pp. 11123-11127, November 1994. 



11 



Kobayashi, H., et al., "Reversal of Drug Sensitivity in Multidrug-Resistant Tumor Cells by an 
MDR1 (PGY1) Ribozvme." Cancer Research . Vol. 54, pp. 1271-1275, March 1, 1994. 



12 



Blumberg, B., et al., "Orphan nuclear receptors -- new ligands and new possibilities," Genes 
& Development . Vol. 12, pp. 3149-3155, 1998. 



13 



Forman, B. M., et al., "15 Deoxy-A 12, 14 -Prostaglandin J 2 Is a Ligand for the Adipocyte 
Determination Factor PPAR y ." Cell. Vol. 83, pp. 803-812, December 1, 1995. 



14 




Forman, B. M., et al., "The orphan nuclear receptor LXRa is positively and negatively 
regulated by distinct products of mevalonate metabolism," Proc. Natl, Acad. Sci, USA , Vol. 
94, p. 10588-10593, September 1997. 



15 



Weinberger, C, "A Model for Farnesoid Feedback Control in the Mevalonate Pathway," TEM . 
Vol. 7, No. 1,pp. 1-6, 1996. 



16 



Glass, C. K., et al., "Nuclear receptor coactivators," Current Opinion in Cell Biology . Vol. 9, 
pp. 222-232, 1997. 




17 



Kliewer, S. A., et al., "An Orphan Nuclear Receptor Activated by Pregnanes Defines a Novel 
Steroid Signaling Pathway," Ceil, Vol. 92, pp. 73-82, January 8, 1998. 




18 



Examiner 
Signature 



Apfel, R., et al., "A Novel Orphan Receptor Specific for a Subset of Thyroid Hormone- 
Responsive Elements and Its Interaction with the Retinoid/Thyroid Hormone Receptor 
Subfamily," Molecular and Cellular Biology , pp. 7025-7035, October 1994. 




Date 

Considered 



3 /2£/£l3 



*EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation i 

in conformance and not considered, ujetude copy of this form with next communication to applicant. 

'Unique citation designation number. Applicant is to place a check mark here if English language Translation is attached. 



Complete if Known 



INFORMATION DISCLOSURE 
STATEMENT BY APPLICANT 



Application Number 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/815,300 



March 23, 2001 



Timothy W. SYNOLD, et al. 



3=0 be ass i gned t>, LAMB^eTSOhJ 



Sheet 



of 



Attorney Docket Number 1 954-336 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials* 




Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), 
publisher, city and/or country where published 



Blumberg, B., et al., "SXR, a novel steroid and xenobiotic-sensing nuclear receptor." Genes & 
Development Vol. 12, pp. 3195-3205, 1998. 



Xie, W., et al., "Humanized xenobiotic response in mice expressing nuclear receptor SXR," 
Nature . Vol. 406, pp. 435-439, July 27, 2000. 



Bertilsson, G., et al., "Identification of a human nuclear receptor defines a new signaling 
pathway for CYP3A induction," Proc. Natl. Acad. Sci. USA . Vol. 95, pp. 12208-12213, 
October 1998. 



22 



Forman, B. M., et al., "Unique Response Pathways Are Established by Allosteric Interactions 
among Nuclear Hormone Receptors." Cell . Vol. 81, pp. 541-550, May 19, 1995. 



23 




Lehmann, J. M. t et al., "The Human Orphan Nuclear Receptor PXR is Activated by 
Compounds That Regulate CYP3A4 Gene Expression and Cause Drug Interactions," J. Clin. 
Invest. . Vol. 102, No. 5., pp. 1016-1023, September 1998. 



24 



Schmiedlin-Ren, P., et al., "Expression of Enzymatically Active CYP3A4 by Caco-2 Cells 
Grown on Extracellular Matrix-Coated Permeable Supports in the Presence of 1a, 25- 
Dihydroxyvitamin D 3 , Molecular Pharmacology . Vol. 51, pp. 741-754, 1997. 



25 




Hong, H., et al., "GRIP1 , a novel mouse protein that serves as a transcriptional coactivator in 
yeast for the hormone binding domains of steroid receptors," Proc. Natl. Acad. Sci. USA . Vol. 
93, pp. 4948-4952, May 1996. 



26 



"Closing the Loop on Cholesterol," Science . Vol. 284, p. 1235, May 21 , 1999. 



27 




Brown, M. S., et al., "The SREBP Pathway: Regulation of Cholesterol Metabolism by 
Proteolysis of a Membrane-Bound Transcription Factor," Cell, Vol. 89, pp. 331-340, May 2, 
1997. 



Examiner 
Signature 





Date 

Considered 



3 /za /o 



*EXAMINER: Initial if reference considefpfi, whether or not citation is in conformance with MPEP 609. Draw line through citation if not 
in conformance and not considered, Include copy of this form with next communication to applicant. 
Unique citation designation number. Applicant is to place a check mark here if English language Translation is attached 



INF0RMATI0NJ3ISCJ-0SURE 
STATEMENTS OTBblCANT 



i-o DEC * 7 2001 



Complete if Known 



Application Number 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/815,300 



March 23, 2001 



Timothy W. SYNOLD, et al. 



• To be aooigncd ■ -5, UvMpe^TS on| 



z 



Sheet 



Attorney Docket Number 



1954-336 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials* 


Cite 
No. 1 


Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), 
publisher, city and/or country where published 


l 






Jones, S. A., et al., "The Pregnane X Receptor: A Promiscuous Xenobiotic Receptor That 
Has Diverged Durina Evolution", Molecular Endocrinoloav. Vol. 14. No. 1. pp 27-39. January 
2000. 




Ql 




Kostrubsky, V. E., et aL, "Induction of Cytochrome P4503A By Taxol In Primary Cultures of 
Human Hepatocvtes". Archives of Biochemistry and Biophysics. Vol. 355. No. 2. pp 131-136. 
July 15, 1998. 








Pascussi, J. M., et aL, "lnterleukin-6 Negatively Regulates the Expression of Pregnane X 
Receptor and Constitutively Activated Receptor in Primary Human Hepatocvtes". Biochem. 
BioDhvs. Res. Commun., 274 (3), pp 707-713, August 11, 2000. 








Gerbal-Chaloin, S., et al. f "Induction of CYP2C Genes in Human Hepatocytes In Primary 
Culture". Drug Metabolism and Disposition. Vol. 29. No. 3. dp 242-251. 2001. 








Synold, T. W., et al., "The Orphan Nuclear Receptor SXR Coordinately Regulates Drug 
Metabolism and Efflux". Nature Medicine, Vol. 7. No. 5. pp 584-590, May 2001. 





































































Examiner 
Signature 



Date 

Considered 



3 /2J&/43 



*EXAMINER: Initial if reference considgfod, whether or not citation is in conformance with MPEP 609. Draw line through citation if not 
in conformance and not considered. Include copy of this form with next communication to applicant. 
1 Unique citation designation number. ^Applicant is to place a check mark here if English language Translation is attached. 




iNFomwrnoN disclosure 

STATEMENT BY APPLICANT 



Complete if Known 



Application Number 



Filing Date 



First Named Inventor 



Group Art Unit 



Examiner Name 



09/815,300 



March 23, 2001 



CD 



m 

jQ. 



Timothy W. SYNOLD et al. 



;i3 

% 



§ — 3 — r n 

QeraldG.Leffei-s.-Jr. fr. Lrt&a§sp{ [) 



Sheet 



of 



Attorney Docket Number 1 954-336 



o 



U.S. PATENT DOCUMENTS 



Examiner 
Initials* 


Cite 
No. 1 


U.S. Patent Document 


Mame nf Patontoo nr Annlipant 

of Cited Document 


udic oi ruuiicauon 
of Cited Document 
MM-DD-YYYY 

IVIIVI 1 1 f 1 


Number Kind Code 2 

(if known) 




AA 


2002/0022599 


A1 


Synold etal. 


02-21-2002 




AB 


2002/0052345 


A1 


Erion et al. 


05-02-2002 



































































































FOREIGN PATENT DOCUMENTS 



Examiner 
Initials* 



Cite 
No. 1 



Foreign Patent Document 



Office 3 
Code 



Number 4 Kind 5 

(if known) 



Name of Patentee of Applicant of 
Cited Document 



Date of Publication of 
Cited Document 
MM-DD-YYYY 



3£ 



AC 



WO 



02/14554 



A2 



City of Hope 



02-21-2002 



Examiner 
Signature 



'EXAMINER: Initial it reference considerei 
and not considered. Include copy of this fj 




Date 

Considered 



ier or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance 
next communication to applicant. 



1 Unique citation designation number. 2 See attached Kinds of U.S. Patent Documents. 3 Enter Office that issued the document, by the two-letter code. 
4 For Japanese patent documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 5 Kind 
of document by the appropriate symbols as indicated on the document under WIPO Standard ST. 1 6 if possible. "Applicant is to place a check mark 
here if English language translation is attached. AB indicates that only an English language abstract is attached. 



'v E >• 



mFOtomSKM DISCLOSURE 
STATEMENT BY APPLICANT 


Application Number 


09/815,300 


Filing Date 


March 23, 2001 


First Named Inventor 


Timothy W. SYNOLD et al. 


Group Art Unit 




Examiner Name 




Sheet J 2 | of 


2 


Attorney Docket Number 


1954-336 



DEC 0 4 2DQ2 



Complete if Known 



OTHER PRIOR ART - NON PATENT LITERATURE DOCUMENTS 



Examiner 
Initials* 



Cite 
No. 1 



Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.), date, page(s), volume-issue number(s), 
publisher, city and/or country where published 



AD 



Isabelle Dussault et al., "Peptide Mimetic HIV Protease Inhibitors Are Ligands for the Orphan 
Receptor SXRY The Journal of Biological Chemistry 276(36): 33309-33312, 
September 7, 2001 . 



RECblVED 



DEC 0 6 mi 

TECH CENTER 1600/2900 



Examiner 
Signature 



Date 

Considered 



3 I*efo*> 



, _ . , , 

EXAMINER: Initial if reference considec^&hether or not citation is in conformance with MPEP 609. Draw line through citation if not 
in conformance and not considered. IncltJde copy of this form with next communication to applicant. 
1 Unique citation designation number. 'Applicant is to place a check mark here if English language Translation is attached 



